WE investigated the effects of the antibiotic ceftazidime (C2LZ) on the cytolytic action of the neutrophil myeloperoxidase-hydrogen peroxidechloride anion system (MPO/H202/CI-). In this system, myeloperoxidase catalyses the conversion of H202 and CI-to the cytotoxic agent HOCI. Stimulated 
Introduction
Sepsis, septic shock, severe trauma, hypovolaemic shock and acute pancreatitis are examples of severe pathological situations accompanied by an intense inflammatory reaction involving activation of specific cells and release of mediators. This inflammatory reaction occasionally overwhelms the organism's defences, with excessive activation of polymorphonuclear leucocytes (PMN). This can lead to the systemic inflammatory response syndrome (SIRS) and eventually to multiple organ dysfunction syndrome (MODS).
-PMN activation produces activated oxygen species (mainly superoxide anion and hydrogen peroxide, H202) inflammatory mediators, and proteolytic and hydrolytic enzymes. 4 '5 PMN also release myeloperoxidase (MPO) from their granules; in the presence of H202 and chloride anion (Cl-), MPO generates hypochlorous acid (HOC1). HOC1 reacts with amines to form chloramines, but also with H202 itself to produce singlet oxygen, an activated form of oxygen. <7 These activated oxygen species and oxidant products of MPO activity normally play a beneficial role in host defence against invading microorganisms. However, their excessive production can be detrimental for tissues, especially for endothelial cells, such as, when PMN are trapped in capillaries and become strongly adherent to endothelium. 8 They are also destructive for plasma proteins, especially those with thiol (-SH) functions, such as (x 2 macroglobulin, an essential plasmatic antiproteinase. 9 (Fig. 4) . We 5 lag of MPO are added to the culture medium For the two stresses, no statistically significant (Fig. 1) We thus see that CAZ, in addition to its antibiotic activity possesses antioxidant properties.
These could be useful in situations where excessive PMN activation, production of activated species of oxygen, and liberation of MPO are seen. Sepsis and septic shock are two such situations. In our model, the lowest concentration associated with a protective effect (10-5M 5.461.tg/ml, 26% protection) is inferior to the serum concentrations attained in patients treated with this antibiotic: following an intravenous infusion of 2g CAZ in healthy volunteers and patients, the serum concentration peaks at 59 to 83btg/ml. 34 The combination of an antioxidant activity with those of an antibiotic in one molecule allows simultaneous treatment with a well characterized, widely used drug, of both the infectious aspect of the disease process, as well as the consequences of excessive PMN activation.
